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Figure 1: Coronal sections through the adult human forebrain at the anterior limit
of the corpus callosum. Boxed areas (in black) mark out the subgenual anterior
cingulate cortex.
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Rl <4707 Aot L Uil s iRE R N AR

HEES RIN* 24 rur LA

AC1 6.5 AT A

AC2 6.2 A LR

AC3 6.7 A LA

AC4 5.5 =

ACS 4.6 AE

ACH 0.3 A=A

ACT 4.1 R

ACS 0.2 A 32 A

AC9 4.8 e

ACI10 5.0 A A

AC11 6.5 A A

AC12 4.5 i

ACI13 7.9 AR

AC14 6.9 et

AC15 7.2 % et

ACI16 73 A A

AC17 5.6 el

ACIR 7.3 A=A

ACI19 53 ® oot

AC20 6.7 oA T

AC21 59 A T A

AC22 6.5 e R

AC23 7.5 A=A

AC24 6.8 A A

AC23 7.4 ®: il

AC26 6.4 A A

AC27 0.2 A A

AC28 5.8 A%

AC29 2.6 A

AC30 3.1 s

AC31 6.8 A A

AC32 6.8 A A

*RIN = RNA &&=
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PCR
B=T B pPREL *#fP 5O THLE | B pfiE
zl—ira

Pl e ACTD-IIs030238 | -1.700 -1.034 Hg e 1.59 0.013
80 gl

fi-2-sra¥olf)w 132M-11s9999990 | 0.815 0.017 Tud .58 0.068
7 ml

ot ) AR P 5§l | CDKSR1-Hs0024 | 3.650 4433 Hrg e 1.72 0.153

A= b1 (p35) 3655 sl

A BRI () CNRI-Hs002756 | 4.813 5.457 iy 1.56 0.221
34 ml

A o FEREER2 (711 | CNR2-11s003614 | 14.701 15.777 e 2.11 0.157

e )| 90 ml

B ALFEGES (GABA 5 | DBI-Hs00220950 | 5.514 5.493 va kg 0.99 0.969

BRE 2 —&—, T ioAdlE: | _ml

HABERF T H)

A=~ fHE# 1 (Drosophila) HOMERI-IT:001 | 1.062 1.883 g 117 0.504
88676 m1

e -2 -HHEN R 2 (Drosophila) HOMIER2-11s001 | 3.651 3.452 Pt (.87 {1.806
91454 m1

S S e e Al )R e | HPRT1-Hs99999 | 2.390 2428 Wy 1.03 0929

b %o A F x Fo—E 1909 ml
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JAKMIP1-T1s003
27005 m1

2912

3.081

57 1y

1.12

0.620

LS SYEY RY A

MGLL-Hs002007
52 ml

2,769

2.746

T

0.98

0.939

SPTTR ) od Y R F—E
AGrr 274 A)
AT YT

PPIA-ITs9999990
4 ml
PVALB-I:00161
045 ml

-1.833

3.690

-1.205

4.697

-l

1.54

2.01

0.056

0.214

BET e UY—27 I U—1 (2=
— ) R R e R
HEMIE(L, A 4 Xag), A8
-1

FHEA ¢ VY—7 5 2 U—1 (¥
TR T s S B
), Asi—=2

By V—2ry T U1 (Y
A D e P g = 3 B
), Auws3—=3

By VY —27 10— (I
0% CEITTE Y T R E ),
A Lrai—4g

SLC1A1-Hs0018
8172 ml

SLC1A2-Hs0018

8189 m1

SLC1A3-Hs0018
8193 m1l

SLC1A4-Hs0016
1719 m1

5.632

-1.039

1.136

2.774

5.754

-1.122

0.569

3.444

Fow

S

1.09

0.94

0.67

1.59

0.715

0.884

0.213

0.094

Yy V=2 2 ) —1 (W
Ttk 2 AT B N5 S B
TG4, A si—p

SLC1A6-T1s0019
2604 m1

4.703

4.950

;‘5"’ ":7 e

0.601

Blrx V27201 (F
7 3 TRERTA ), A AT

SLCTA7Z-11s0019
85153 ml

13.683

15.343

P

0.132

gooono
ooan

B4 V¥ — 7 1125 (3
ot RU PR s U y—: Zuk
3P, At 22

S1.C25A22-11s00
368705 ml

4.099

4.808

1.63

0.012

WEY U Y —27310—32
(GABA Madpinkifi), A% -1

SLC32A1-Hs003
69773 ml

6.888

7712

1.77

0.089

EHEY v =77 2 ) —6 (R
{5 BBV TR 0K, GABA), A /3
—11

SLCOAILL-TTs002
04459 ml

4.560

4.535

0.98

0.921

s 4 Vv —7 5 3 U—6 (ks
R Y sk, <574
IGABA), Aot =12
WE Y v UV v 7 T U6 (R
maEl E WL, S A
/GABA), #2%—12

SLCOAT2-11s003
66118 ml

SLCOAI2-TTs007
58246 ml

4.615

13.492

4.440

14.128

Hp

.89

1.55

0.693

0.507

B 4 Vv —7 5 3 U —6 (Mks
R E % (F, GABA), Al
©-13
WE Vv 7 T U6 (AR
=W RRIER, GABA), £ w8
—13

SLCO6AT3-115002
13290 _ml

SLC6A13-Hs003
78675 ml

7.402

T3

6.722

8.340

Pl

Ko

(.62

0.184

0.337

BRI Vv -7 0 -6 (WE
{EW TR ER, GABA), A3
=i

SLC6AI-Hs0016
1769 ml

6.445

6.217

T

0.85

0.613

B »VY—7 73 U—6 (MR
i EwmLR, ) ), A

=5

SLCGAS-Hs0018
8383 ml

13.880

13.834

0.97

0.957
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g s, #U wen), A L] 9494 _ml
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WH¥N v ¥—7 3 V—7, (# |SLCIALL-Hs002 | 6.504 5.459 Twr 0.4% 0.128
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P N1
TATA di s 2 2G5S &7 oY TBP-Hs00427620 | 5.766 5.804 g 1.03 0.901
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80 gl
B-2-2FmaFl B2M-Hs9999990 | 0.815 0.017 7y 0.58 0.068
7 ml
AT ) e AT | PPIA-LS9999990 | -1.833 -1.205 g 1.54 0.056
A7 11T 4 U A) 4 ml
WEE VA 7273201 (#v | SLC1A4-TIs0016 | 2.774 3.444 s 1.59 0.094
FOE PR S s B, | 1719 ml
At -4
HEAX VP -7, 2 00-25 (£ SLC25A22-Hs00 | 4.099 4.808 e 1.63 0.012
b Y TRy U4— 0), A |368705_ml
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YY) ¥y —7 7 3 VU—32|8SLC32A1-Hs003 | 6.888 7712 Hiy 1.77 0.089
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R4 =4 7uaT7 bAoA L LT sh-fl4ER N ARE

RBEE RIN* 4207 1A
NAl 8.5 A
NA2 N/A J—
NA3 6.6 A
NA4 6.1 AT A
NAS %5 A=A
NAG 8.3 ey
NA7 71 AR
NAS g1 oA A
NA9 7.4 A%
NA10 N/A J—
NAT11 6.9 A
NA12 i3 o A
NA13 7.9 A A
NAl4 7.3 A
NALS N/A o T
NA16 7.6 o 3= A
NA17 77 A
NA18 N/A J—
NA19 6.7 A
NA20 8.0 B
NA21 6.9 A TR
NA22** 7.0 S
NA23 6.1 o R
NA24 7.6 of o
NA25 5.9 J—
NA26 78 A=A
NA27 7.3 of an it
NA28 8.2 AR
NA29 7.4 SR
NA30 6.5 o g
NA31 6.2 oA A

*RIN = RNA et #H =
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# 5 : ARk C ot Sl s T
PCR
Bi=T HimE 59 gy SR TOLX  FELE |pHE
= b—irg
I, Rt ACTB-Hs9999990 | 0.272 1.460 S e 2.28 0.106
3 ml
TF S el A SR ADORA3-Hs00252 | 7.760 7.006 N 0.59 0.126
933 ml
raRfr Al ANXAI-Hs001675 | 7.382 5.188 Vi 0.22 0.008
49 ml
B2-2uFurFy BZM-Hs99999907 | 0.588 0.013 Tow T 0.67 0.220
ml
Wi ], 28kDa CALB1-Hs001918 | 3.360 3.779 Hryls 1.34 0.357
21 ml
Sl A b o CCK-Hs00174937 | 10.774 9.267 g 0.35 0.137
ml
St A pp o B CCKBR-Hs001761 | 9.709 11.170 H gL 205 0.283
23 ml
2 ﬁ'-'@ﬂ“-ﬁ‘?v’iﬁ'ﬁi, S AT U AR | CHRM1-Hs002631 | 6.817 6.522 T 0.82 0.429
1 95 sl
H ) S A HEEER () CNRI1-Hs00275009 | 6.532 8.641 iy 431 0.004
s1
A A R L () CNRI1-Hs010383522 | 2.641 2.757 i 1.08 0.795
51
P8 et e o= (5 b | DDC-Hs00168031 | 8.387 8.521 g 1.10 0.797
17 2 2T R 7 —E) ml
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oooao
et T B AR DI DRDI1-11s00265245 | 5.847 5.240 o 0.66 0.014
51
K=o AR D DRDI-Hs00377719 | 6.187 5.095 TS 0.47 0.003
sl
[t % 2K DL HEEM # | DRDIIP-Hs002105 | 2.481 1.579 oS 0.54 0.063
Bard: 36 ml
B-st 2 BRI D2 DRD2-11500241436 | 5.895 5.634 Pordh 0.83 0.515
ml
F—rt % e 5K DY DRD4-Hs00609526 | 17.061 14.569 ¥t 0.18 0.053
ml
Rl 7 4 BT 43, GAP43-Hs0096713 | 1.592 0.289 PR 0.41 0.010
8 ml
2V TR EERE & o0 GFAP-Hs00157674 | 0.164 0.601 SO 1.35 0.367
~ml
From s F oA FRERIR T 1 GLCCTI-H=004068 | 6.651 6.039 o 0.66 0.029
49 m1
TN Lo R TEER, A GLRB-I1s0016815 | 5.730 5.913 R 1.14 0.514
1 ml
| Y SR LA RS A %7 | GNAOL-Hs002213 | 4.058 3.990 i 0.95 0.730
BI(G # 27 BD), o LB Y | 65 ml
7T RO,
G & w7 O E B 177, GPR177-11s002277 | 6.183 5.929 T 0.84 0.339
27 ml
O ot B ORI R 34 GIR34-Hs0027110 | 7.396 7.588 4y 1.14 0.635
5 sl
G 7L ERE SR G GPRG-Hs00271008 | 7.503 8.867 By 2.57 0.025
51
Ooo0o00o0ooao
Ooo0o0ooao
G 77 ERESEFTIN 88 GPRS8-Hs0302783 | 6.203 6272 Ky 1.05 0.795
2 sl
by ok ok Vo Lo 5 | HPRLL-Hs9999990 | 3,804 4.251 L 1.36 0.439
wAZ 2% -1 1 (ILesch-Nyhan 4 | 9 ml
fEE)
Sk Bk B U A& T w0k b | HTR1A-Hs002650 | 11.807 11.556 v 0.84 .829
) R LA |14 I | L |
5-b Rk UF4 3w(CEr k| HIRIB-Hs002652 | 9.385 8.323 T F 0.48 0.005
= SRR IR 86 sl
SSEFEXL U H I B IITRID-007047 | 6.425 5.754 o 0.63 (L058
=) BEEID 42 51
Sk RV U A (0 < HTRIE-Hs0070477 | 7.852 7.930 i 1.06 0.865
=) R AR 9 _s1
5 Frd U 72 (tr | HIR2ZA-Hs001672 | 8.987 8.129 oy 0.55 0.047
Tl EFEA2A 41 ml
Sk ki b U7 #Iw(lze b | TITR2B-TI001683 | 14.083 14.990 Mg 1.88 0.265
s ) 27k 2B 62 ml
S FEuELs U2 (0 | HTR2C-Hs001683 | 6.606 6.176 T 0.74 0.311
e ‘/") ZEF2C 65 ml
S-E Fp&Fi b 0FF Ix(Er b | HIRZC-Hs009686 | 6.757 8.238 iy 2,79 0.004
=) SRR 20, 71 ml
5L Firdie Y7 # w0kt b | TITR3A-TIs001683 | 8.859 9.432 ATy 1.49 0.453
;-.,) HER A 75_ml
s Fedis B UFF I (e b | HTRIB-Hs001757 | 14.809 13.872 ¥y 0.52 0.292
:;/) A 3B 75 ml
S-b R b U A 3w (e b | HIR4-Hs00168380 | 9.142 9.201 Hiy 1.04 0.881
=) BEER 4 ~ml
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gooooao
5-t FeXy kU 7# 2w (ka || HTR4-Hs00410577 | 7989 7.739 T 0.84 0.440
=) R4 ~ml
Sk FE%i U H I k| HTR7-Hs00252002 | 15.232 14.321 T 0.53 0.284
=) BRET (T A7 T— | _ml
HREE)
S-b Fadi b ) SH (ko b | HTIR7-Hs00747933 | 17.235 14.671 Fud 0.17 0.064
=) REET(T T =Ry 7- | _ml
1 i 1&)
ELST I ®LF—HA MAOQA-TIs0016514 | 6.722 5.521 T 0.43 0.040
0 ml
ST AR PR MAOB-1s0016853 | 6.627 5.755 T 0.55 0.071
3 ml
Toe ) RS e MBP-H:00175245 | 6.800 7.477 Sy 1.60 0.292
ml
AU Y FY MGLI-T1s0020075 | 5.022 4272 Tyt 0.59 0.008
2 ml
TVl e Fathg Y | MOG-Hs00159219 | 6.051 5.558 Fui? 0.71 0.251
iy, ml
ma-m 7 g7 A b, R U AU | NEFT-Ts00606024 | 9.636 9.261 T 0.77 0.439
+ F 200kDa. ~ml
Sa—E T % AL b, R Y27 | NEFL-Hs00196245 | 2.879 2.281 Tt 0.66 0.067
F I 68kDa, “ml
MRS F R Y ZEMEYS NPYSR-11s018831 | 6.626 6.605 Tad 0.99 0.966
29 sl
SR 7 3 U3, 2 | NR3ICI-TIs0035450 | 17.934 14.971 Py 0.13 0.004
T, A=) (oo Foigd | B ml
FIEFER)
Ooo0o00o0ooao
Ooo0o0ooao
il =t G 8 = e A OGFR-Hs00201158 | 6.592 6.629 Mo 1.03 0.912
ml
A4 4 FEEE Uyl OPRK1-T1s001751 | 7.456 6.475 T .51 0.029
27 ml
7Y EEIL S PIX, VA F | P2RXS-Hs0017571 | 5.562 5.927 Ry A 1.29 0.361
RAFEA A F v v, 5 2_ml
UKL ST g PDYN-Hs0022577 | 4.688 4.834 A 1.11 0.829
0 ml
b= = e el PENK-Hs00175049 | 2.487 2.540 By 1.04 0.908
ml
PRKCA “HIEIERT A & w82 8 | PICKI-TIS0020266 | 7.640 7.914 Hrg s 1.21 0.252
1 1 ml
AT S Wl 2 A T - A PPIA-Hs99999904 | 0.039 -0.868 T 0.53 0.022
(gl rA) ml
Fuf wRA 7 A -1, T | PPPIR1B-Hs00259 | 2.436 1.793 TowF 0.64 0.060
(BEHD F=2=w b 1B (F =27 | 967 ml
2R cAMD FAEN Y Lo ot
FI, DARPP-32) - i B | | | -
VT U iR 1 (BRI RYRI-Hs00166991 | 8.118 7.561 Fwl 0.68 0.041
ml
UT /2w 2 (L) RY R2-Hs00892842 | 3.210 3.286 M7 1.05 0.820
ml
8100 J1 e AfhE & o7 B, | S100B-Hs0090290 | 2.822 1.308 A 0.33 0.0001
1 ml
BEY v Uy —7 73 U—I8& (/hIE | SLCIRAI-Hs00161 | 16.936 15.615 Fa 0.40 0.062
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EiRtE b v B R Y AT

gooooad

ooooao
WEx vV vy—7y i 0)—=22 (== | SLC22A3-Hs00222 | 10.799 10.718 Tzl 0.95 0.806
— i LHE ST D R, Aot 691 ml
=3
WEx v Vv —.7 7 2 ) —32] SLC32A1-Hs00369 | 5.803 6.349 My 1.46 0.225
(GABA /M=), A mi—1 773 ml
HEE YV —27 7 2 U—6 ({E(E | ST.CEA-TIs001617 | 5.703 5.968 ey B 1.20 0.389
TEERE R GABA), A% -1, | 69 ml
R U —7 7 3 U6 (ihiE{= | SLC6A2-Hs004265 | 17.631 15.613 Farsd 0.25 0.0005
EWEEEE, AT FleF U e, | 73 ml
# Lreie—g
B v U —7 7 3 U6 (ARG | SLC6A3-Hs001689 | 17.316 15.615 g 0.31 0.003
UG, B T L), A et 88 ml
)
Y v )y —7 7 2 ) —6 ({5 | SLCGA4-H=001690 | 14.301 14.823 STy 1.44 0.475
W, e b)), A7 10 ml
—4
P s = A F e 7 H | SNAP2S-Hs009389 | 1.066 0.659 Tt 0.75 0.096
25kDa, 62 ml
WRI LA, TATr(r I e | SNCA-Hs0024090 | 3.813 3.126 Ty 0.62 0.006
ARSI Ad FEST), 6 ml
Y AR SST-Hs00356144 | 2.340 2.054 Tdier 0.82 0.543
ml
A N B e SSTRI1-T1s00263561 | 8.263 7.725 Tl 0.69 0.331
7 sl
ed b AT EEER2 SSTR2-Hs0026362 | 6.786 6.832 gy 1.03 0.930
4 sl
Ooo0oooad
Oo0o00oao
o me gl | SYN2-Hs00268427 | 4615 4591 Fwd 0.98 0.965
ml
Pids mell o <l B SYNGR3-11s01093 | 5.752 5.043 g 0.61 0.180
816 gl
TAIA B w2 ARHF T TBP-Hs99999910 | 5.860 5582 Tt 0.82 0.267
ml
FN Lo 3L AT LS | YWHAB-Hs00793 | 0.666 -(0.381 Tk 0.42 0.005
bV b r e 528 A F 4 — | 604_ml
HEME S s W, p RN AFF
F _
T3 SR A E | YWHAH-Hs00607 | 5.317 3977 Tt 0.40 0.010
U7 52 FE A - | 046 ml
Al 4 i B, oy R ST
I
Frriels 3 — bk e A —E | YWITAZATIS00852 | 1.910 2.531 AT L 1.54 027
FUF b7 7 5-F/ A% it — | 925_sH
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#6 : MLERRTOLE LWBET
PCR
R{=EF T 4 2L 3 IR IORTOLX | HFEER p fE&
2 l—irg
Tl Al ANXAI-Hs001675 | 7.382 5.188 Ty 0.22 0.008
49 ml
ETRVEy ol P 5 N R L) CNR1-11s00275009 | 6.532 8.641 G 4.31 0.004
sl
B AR DI DRD1-11s00265245 | 5.847 5.240 i e 0.66 0.014
51
F—r 3 o F A DL DRD1-Hs00377719 | 6.187 5.095 7y 0.47 0.003
el
R—s 2 WAl gE M D1 M HERS o | DRDIIP-Hs002105 | 2.481 1.579 s 0.54 0.063
SR 36 ml
R =R 3 AR R 14 DRD4-Hs00609526 | 17.061 14.569 g 0.18 0.053
ml
R et B 43, GAPA3-Hs0096713 | 1.592 0.289 T 0.41 0.010
8§ ml
T afd aq P Rinsy 1 GLCCH-1s004068 | 6.651 6.059 T .66 .029
49 m1l
G 7 oAy EfEGasiifi 6 GPRG-Hs00271008 | 7.503 R.867 oy 2,57 0.025
51
Sat Fridpds W U7H 3 e o b | HTRIB-Hs002652 | 9.385 8323 TS 0.48 0.005
) BB 86 sl
OooDoooao
ooooad
S-b Fof-ic kU SAE L cERr b | HTRID-Hs007047 | 6.425 5.754 T 0.63 0.058
) BEFID 42 sl
S-b R U S ke B ITR2ZA-IS001672 | 8.987 8.129 Tt (.55 0.047
=) HEE2A 41_ml
S FmEs b7 # Iz b | LITR2C-1s009686 | 6.757 8.238 By 2.79 0.004
=) SRR 2C, 71 ml
S R ie b U/ # 2wz b | HTR7-Hs00747933 | 17.233 14.671 ru7 0.17 0.064
) ERET (A B 7 F— | _ml
NoE i)
BT AR A MAQOA-Hs0016514 | 6.722 5.521 e 0.43 0.040
0 ml
Heb g i e A MAOB-Hs0016853 | 6.627 5.755 Tt (.55 0.071
3 ml
TSN FY e MGLL-11s0020075 | 5.022 4.272 Foud (.59 0.008
2 ml
ma 17 T A b, AT 27 | NEFL-Hs00196245 | 2.879 2.281 s 0.66 0.067
T 68k1a, ml
FSHEY 77 7 5 U3, #a— | NR3IC1-Hs0035450 | 17.934 14.971 Fus 0.13 0.004
FC, AwA—=1 (FhazanTaqf |8 ml
FEEF)
FEAA R, dwst] OPRK1-Hs001751 | 7.456 0.475 FTwd 0.51 0.029
27 ml
AL F ATV Aot AT A | PPIA-T1s99999904 | 0.039 -0.868 widr 0.53 0.022
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TaFA kAT 5—E L W
(WER) Y /2mw b AB (F—2
LM T cAMP FRER Y L& Lok
B, DARPP-32)

PPP1R1B-Hs00259
967 _ml

2.436 1.793

Tk

0.64

0.060

YT lnmnimik ] (Hi‘&ﬁ%}

8100 H /b i 7 WGBS H R BT 13,

RY R1-11s00166991
“ml
S100B-Hs0020290

1 ml

8.118 7.561

2.822 1.308

Foui

(.68

0.35

0.041

0.0001

WHEH YV v—77 3 U—I18 (A
T IV, At o]

SLC18A1-Hs00161
839 ml

16.936 15.615

0.40

0.062

HEA VY -7 730 -6 (HERE
M, A FLb UL,
A i <2

SLCOA2Z-115004265
73 ml

17.631 15.615

(.25

0.00035

RLE ¥ U A 7 3 U6 (ML
YR, B2, Aua

=3

SLC6A3-11s0016%9
88 ml

17.316 15.615

Tl

0.31

0.003

ST T b AAES R
25kDa,

SNAP2S-11s009389
62 ml

1.066 (1.659

(.75

0.096

YRR L, FAPF(r g F
AR R CFE A4 %00,

SNCA-Hs0024090
6 ml

3.813 3.126

0.62

0.006

Friwd ESAREF
PUZRZ 7 5=/ ARG T—
VPR 4 v 2 B, p oAU S
B,

YWHAR-Hs00793
604 ml

0.666 -0.581

(.42

0.005

Fre e 3 =B A e —
U b7 5T R L) —
EIEES AT B g ) 7T R

YWHAH-Hs00607
046 _ml

5317 3.977

T

0.40

0.010
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the whole document
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the whole document
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the whole document
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the whole document
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Intemational application No,
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Box Ne. |l Observations where certain claims wera found ungearchable (Continuation of itam 2 of first sheet)

This international search raport has not been established in respect of certain claims under Article 17{2)(a) for the following reasons:

1. I:I Claims Nos.:
because they refate to subject matter not required to be searched by this Authority, namety:

2. [¥] ctaims Nos. 15,16
because they relate to paris of the intemational application that do not comply with the prescribed requirements to such
an axtent that no meaningiul international search can be carried out, specificaily:

see FURTHER INFORMATION sheet PCT/ISA/210

3. D Claims Nos.:
because they are dependent claims and are not drafted in accordance with the sacond and third sentences of Rule 6.4a).

Box No. Il  Observations where unity of invention is lacking {Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

1. |:| As all required additionaf search fees ware timely paid by the appiicant, this international search report covers all searchable
claims,

2 D As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of
additional fees.

3 |:| As only some of the raquired adsilional Search fees were timely paid by the applicant, this intemational search report covers
only those claims for which fees were paid, specifically claims Nos..

4. l_?_l Na required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mantioned in the claims: it is coverad by claims Nos.:

1-14, 17-23 (part.)

Remark on Protest - D The additional search faes were accompanied by the applicant's protest and, where applicable, the
paymant of a protest les. :

D The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit spacified in the invitation.

|:| Nc protest accompaniad the payment of additional search fees.

Form PCTASA/210 (continuation of first sheet (2)) {Aprii 2005)
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 21(

Continuation of Box II.2
Claims Nos.: 15,16

Present claims 15 and 16 relate to compounds which have given desired
properties or effects, namely:

a) they specifically associate in a (brain) tissue of a living organism
with either a polypeptide Tisted in Table 2 and/or 5 or with a nuc1e1c
acid encoding said polypeptide, and

b) +their binding pattern enables diagnosis or treatment of late-onset
depression by in vivo imaging.

However, the description does not provide sufficient disclosure in the
sense of Article & PCT because it discloses no such compounds. The
subject-matter of claims 15 and 16 covers limitless and untried
downstream developments in relation to yet to be demonstrated molecular
activities. The claims amount to no more than an invitation to set up
further research programs for which no guidance is forthcoming and,
therefore, it is an undue burden to put the claimed subject-matter into
practice, i.e. to structurally identify the relevant compounds and show
a potential effect in diagnosis and therapy.

Moreover, the result-to-be-achieved type of definition does not-allow
the scope of the claim to be ascertained, contrary to Article 6 PCT. The
fact that any compound could be screened does not overcome this
objection, as the skilled person would not have knowledge beforehand as
to whether it would fall within the scope claimed.

The non-compliance with the substantive provisions is to such an extent
that no meaningful search of claims 15 and 16 could be carried out
(Articte 17(2) PCT).

The applicant’s attention is drawn to the fact that claims retating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary

" examination (Rule 66.1(e) PCT}. The applicant is-advised that the EPO
pelicy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are -amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPQ Guideline C-VI, 8.2},
should the problems which led to the Article L7(2)PCT declaration be
overcome.




(41) JP 2011-523636 A 2011.8.18

International Appiication No. PCT/EP2009 /055943

FURTHER INFORMATION CONTINUED FROM  PCTASA! 21(

This International Searching Authority found multiple (groups of)
inventions in this international appltcation, as follows:

Invention 1: Claims 1-14, 17-23 (part.)

relating to methods of diagnosis and treatment of late-onset
depression which are based on (neurc)imaging beta actin or °
nucleic acids encoding beta actin in the living organism;
relating further to screening methods to identify a compound
that selectively associates with beta actin.

Inventions 2-103: Claims 1-14, 17-23 (part.)

relating to methods of diagnosis and treatment of iate-onset
depression which are based on (neuro)imaging a single
protein from tables 2 or b (except beta actin) or nucleic
acids encoding said protein in the living organism; relating
further to screening methods to identify a compound that
selectively associates with said protein. The order in which
the proteins are listened in Tables 2 and b defines which
protein relates to which invention: For example, invention 2
relates to the second protein listed in Table 2 (i.e. to
beta-2-microglobulin}, invention 3 relates to the third
protein Tisted in Table 2 (i.e. to cyclin-dependent kinase
5, regulatory subunit 1) and so on; invention 30 relates to
the fist protein of Table 5 which is not listed in table 2
(1.e. to adenosine A3 receptor) and so on to invention 103.
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